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Na reabsorption and other renal functions
JULIUS J. COHEN
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In the intact organism, while the kidney is only —1% of total
body weight, it utilizes approximately 10% of the whole body
02 consumption (Q-02). Because there is a linear relationship
between change in Na reabsorption and suprabasal renal 02
consumption, the high suprabasal renal Q-02 has been attrib-
uted principally to the energy requirements for reabsorption of
the filtered load of Na [1—31. The basal metabolism is the
energy which is required for the maintenance of the renal tissue
integrity and turnover of its constituents without measurable
external (net transport or net synthetic) work being done.
However, there is now considerable evidence that there are
other suprabasal functions of the kidney which change in
parallel with Na reabsorption and which require an energy
input separate from that used for Na transport.
Thus, while there is little doubt that the rate of glomerular
filtration initiates and determines the major portion of the renal
suprabasal Q02, this paper focuses on two questions: (I) Is the
renal suprabasal 0, uptake related only to Na reabsorption?
(2) Is the suprabasal 02 uptake also related to other renal
functions which are proportional similarly to the rate of glomer-
ular filtration and which also contribute to the regulation of the
volume and composition of the body fluids?
Does the ratio, net T-Na +IQ-O2, provide an accurate
estimate of the cost for renal Na + reabsorption?
Separate roles of' other energy-requiring transport mecha-
nisms along the nephron which are independent ofNa trans-
port and of NaHCO3 reabsorption in the proximal tubule in
modulating the ratio, net T-Na/Q-O2. The use of the ratio,
LNet T-NaIQ-0,, to estimate the mean energy requirement
for net Na transport in the intact kidney [I] is based on the
studies of Zerahn [4] done with a "tight" epithelium of the
isolated frog skin. A linear correlation was observed between
changes in net Na transport (Anet T-Na) and suprabasal 02
uptake rates (Q02). From the slope of this relationship, the
mean ratio, AT-Na/AQ-02, was found to be --18. Similar
observations were made with the toad bladder [5, 61. These
anuran epithelia are similar in function to the distal nephron
(that is, the portion of the renal tubular epithelium beyond the
thick ascending limb of the ioop of Henle) of the mammalian
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kidney in that: (I) Na transport is inhibited by amiloride [7, 81
and (2) only a small fraction (5 to 10%) of the Na transported
from the mucosal to serosal side leaks back to the inucosal side
[7, 81. In such a tight epithelium, net Na flux is therefore a
close approximation of the unidirectional active Na flux. If no
other energy-requiring functions are changed when Na trans-
port is varied, then a reasonable estimate of the energy require-
ment for both net and unidirectional active Na transport may
be obtained from measurements of the ratio, Anet T-Na5/AQ-
02.
Assuming that 3 moles of ADP are phosphorylated to form
ATP per atom of 02 reduced in the aerobic oxidation of I mole
of NADH by the mitochondrial electron transport chain (that is,
P:0 =3), then in a tight epithelium with a AT-Na/AQ -02 of 18,
the AT-Na/AQ-ATP would be --3. This calculated stoichiom-
etry between Na transport and ATP utilized in the anuran skin
or urinary bladder is similar to the 3:1 stoichiometry observed
between ATP hydrolysis and Na transport by the Na,K-
ATPase, when Na is extruded from the cell or when Na is
taken up by lipid vesicles into which the Mg + Na,K-ATPase
has been incorporated [9]. Importantly, these observations and
calculations have been used with the assumption that Na
transport is the only major suprabasal function occurring in a
tight epithelium such as the toad bladder or frog skin. However,
for this approach of estimating the energy requirement for Na
transport to be valid, it must be shown that no other indepen-
dent function is changed when Na transport is changed.
That this assumption may not always apply is indicated by
the presence of an energy-requiring, ouabain-insensitive, H"-
secretory mechanism in the urinary bladder obtained from
certain toad species [10], and fresh water turtles [II, 12, 131 and
in mammalian collecting tubules [141. However, changes in H
secretion have not been measured at the same time Na"
transport was changed. If both Na and H transport rates
increased in parallel, the cost of Na transport would be
overestimated from measurements only of the ratio, AT-
Na/AQ-0,. On the other hand, if Na transport rate increased,
while H secretion decreased simultaneously, the value of Na
transport alone would be underestimated. For example, recip-
rocal changes in the transport rates of Na and H" have been
observed in the turtle bladder in the presence of spironolactone
[13]. Thus, in epithelia where changes in the rates of indepen-
dent, energy-requiring transport of other solutes occur when
the rate of Na transport is changed, errors in estimating the
value of Na transport will result. Nevertheless, the measure-
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CL are established [20—241. Indeed, it has been estimated that
approximately two-thirds [221 of the net proximal reabsorption
of Na occurs by these passive mechanisms. Thus, the 02-
requiring direct active transport of a small fraction of the
filtered load of Na from the proximal lumen produces forces
resulting in an additional large net efflux of solute and water
from the lumen which is not directly 02-requiring. This is
consistent with the high ratios (ranging from 22 to 48) for net
.3' t-NaIM-O2 observed for the whole kidney [2, 31. It is
apparent that mechanisms which produce osmotic gradients
across the proximal tubular epithelium can have profound
.2 + effects on the calculations of the mean molar energy require-
ment for net Na reabsorption [2, 15, 24, 251.
4 Ingenious, carefully designed experiments have been per-
.1 formed to obtain an estimate of the energy requirement, in vivo,
Basal + 1 SE for the moiety of Na' reabsorption which is active in the
.1. proximal tubule. For example, Mathisen, Montclair, and Kiil
110 [31 reported that in the proximal tubule in dog kidney in vivo all
T E NaCI reabsorption is passive; they suggest that it is only theNA' m q/min/1O g
reabsorption of NaHCO3 which is directly energy-requiring. In
Fig. 1. Correlation between Q-02 and T-Na. The reductions in net this hypothesis, all the proximal NaHCO3 reabsorption is
Na reabsorption were induced by raising ureteral pressure and considered to be unidirectional and occur as a result of thedecreasing GFR. Symbols are: during water diuresis (0); water diuresis + +
+ elevated ureteral pressure (4); and following Pitressin infusion (A) Na -H antiport mechanism at the brushborder membrane.
sufficient to inhibit water diuresis without reducing blood flow. Figure 1 The favorable electrochemical gradient for continued Na
reproduced with permission from [151. entry across the luminal cell membrane in exchange for H is
maintained by active Na extrusion across the basolateral
membrane by the Na,K-ATPase. As a result of this Na-H
ment of Q-O2 due to changes in overall function of an antiport, there is initially a preferential reabsorption of
epithelium or of the intact kidney are qualitatively important for NaHCO3 from the glomerular filtrate. As this NaHCO3 reab-
initially characterizing the changes in total metabolism which a sorption occurs, the CL concentration in the proximal tubular
change in transport rate causes. Simultaneous changes in the lumenal fluid rises above that in plasma. The development of
magnitude of energy-requiring transport other than Na trans- reciprocal transtubular concentration gradients for HCO3- and
port must then be identified and quantified to determine what CL, in concert with a higher reflection coefficient for HCO3-
fraction of the total Q-O2 each transport mechanism requires. than for CL [20, 22, 24], then provides the driving forces [24]
As a contrast, the observations made in tight anuran epithelia for the paracellularefflux of CL (with Nat) from the lumen into
show that, the mean ratio, Anet T-Na/XQ-02, in the intact the intercellular and interstitial spaces and then into the
mammalian (dog) kidney (Fig. I) is much higher: Ratios as low peritubular capillary.
as 22 and as high as 48 [2, 3] have been reported, although the However, that all HC03 reabsorption from the proximal
ratio is usually —30 [2, 15]. Thus, the mean molar energy tubule is unidirectional may not always be the rule. The
requirement for net Na reabsorption in the intact mammalian Mathisen, Montclair, and Kiil [3] experiments were done in
kidney is considerably less than in anuran epithelia. Because markedly volume-expanded dogs during metabolic alkalosis;
the major fraction (—75%) of the filtered Na is reabsorbed Na reabsorption in the thick ascending limb was blocked by
along the proximal tubule, this higher ratio must reflect primar- ethacrynic acid; net NaHCO3 reabsorption was varied by
ily a lower mean molar energy requirement for the net proximal administering acetazolamide or by changing PaCO2. Under
reabsorption of Na. these conditions the mean ratio, znet T-Na'l-02, for the
In all likelihood the basis for the lower energy requirement proximal reabsorbate was —48. The calculated ratio
-
for
for proximal Na reabsorption relates to the high ionic conduc- [CL]:[HCO31in the reabsorbate was 2:1, and the entire ST-Cl
tance and high hydraulic conductivity of this region of the was assumed to be passive, that is, it was due to the chemical
nephron. Thus, unlike the "tight" anuran or the distal renal gradient for CL resulting from the selective reabsorption of
tubular epithelium, the proximal tubule is a "leaky" epithelium HC03 via the Na - H antiport mechanism. From these
[16, 17]: This is manifested by the considerable reabsorptive calculations, it was concluded that only one-third of the change
flux of Na and CL through the proximal paracellular pathway in net Na reabsorption was mediated by the energy-requiring
[16—19]. This paracellular pathway also permits variable de- Na,K:ATPase. With these assumptions, the calculated ratio,
grees of bidirectional fluxes of Na and CL to occur. As a net T-NaIQ-02, for only the HC03-associated moiety of
result, the unidirectional flux of Na from the proximal tubular Na reabsorbed was —-16. This latter value is similar to the
lumen is several-fold greater than the net Na flux. The high mean ratio observed in tight anuran epithelia [4—6], where net
hydraulic conductivity and the relatively low reflection coeffi- Na transport has been shown to closely approximate unidi-
cient for CL (compared to HC03) in the paracellular pathway rectional Na transport. Mathisen, Montclair, and Kiil [3]
of the proximal tubule permit a net efflux from the lumen of concluded that the value for active unidirectional flux of Nat,
CL, with Na, to occur when small concentration gradients for with HCO3 , out of the proximal tubule is the same as in the
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tight anuran epithelium and lipid vesicles into which the purified
Na,K-ATPase had been incorporated [9].
These well-designed and executed studies [3] show how the
characteristics of the "leaky" proximal tubular paracellular
pathway may account for the high T-Na/Q-O2 in the intact
kidney. Nevertheless, that the calculated ratio [3] is accurate
requires some important qualification. Although the reflection
coefficient for HC03 in the proximal tubule is high [20, 24],
paracellular backflux of HC03 and Na does occur, particu-
larly during volume expansion [18, 22, 26]; marked volume
expansion was present in the studies done by Mathisen,
Montclair, and Kiil [3]. While the exact magnitude of the
HC03 backflux during volume expansion is unknown, the
presence of a significant HCO3 - backflux would require higher
simultaneous rates of unidirectional HCO3— and Na move-
ment out of the lumen for a given net rate of NaHCO3
reabsorption. The molar energy cost for HC03-associated,
unidirectional Na reabsorption would then be less than it was
estimated to be [3] from the observed ratio, Anet T-
NaHCO3/Q-O2.
The assumption that all of the Cl reabsorption in the
proximal tubule is passive is also questionable. In the pars recta
of the rabbit proximal tubule, active transport of NaCl probably
occurs [24]. How this moiety of active Na with C1 transport
changes when HCO3— reabsorption is altered is not yet known.
Nevertheless, some of the zQ-O2 may, in fact, relate to active
NaCI reabsorption.
Another significant fraction of active Na reabsorption from
the proximal tubule is the Na which is co-transported from the
lumen into the cell with filtered substrates such as lactate,
glucose, glutamine, other amino acids, citrate, other substrates,
as well as with P04 and SO4 [27—30]. If either glomerular
filtration rate (GFR) or the substrate composition of the arterial
plasma increases this portion of proximal Na reabsorption
could also be affected by the maneuvers used by Mathison,
Montclair, and Kiil [3], and an additional Q02 would then be
coupled to the Na co-transported with these substances.
Overall, unless backflux of HC03 were not present and no
changes in active NaCI transport or in co-transport of sub-
strates with Na occurred when HCO3 reabsorption was
changed, it appears that the unidirectional proximal reabsorp-
tion of Na linked to the H-Na antiport in the intact dog
kidney during volume expansion may have a lower molar
energy requirement than 3 NaHCO3:I ATP.
Estimates have also been made for the energy cost of K +
transport across the basolateral cell membrane in an in vitro
preparation of rabbit proximal tubules. Harris, Balabon, and
Mandel [311 used isolated (collagenase treated) rabbit proximal
tubules which had been depleted of K and then measured the
stoichiometry between the stimultaneous changes in total net
K uptake and the increment of 02 uptake. In these experi-
ments, the K content of the proximal tubules was first
decreased to a low steady-state K content by incubation in a
K-free medium. Then, a bolus of K was added to the
medium, and both the total net disappearance of K from the
medium and the simultaneous increment in 02 uptake were
compared during a short transient. The mean net K
uptake/Q-O2 was - 11.8. Neither a net disappearance from the
medium or an increment in Q-O2 occurred in tubules pre-treated
with 60 M ouabain which were still losing K when the bolus
of K was added to the medium. Harris, Balabon, and Mandel
[311 concluded that their observations show that all of the net
K uptake was due to active transport of K and was mediated
by Na,K-ATPase. The calculated stoichiometry of 2 K
transported/mole of ATP hydrolyzed was thus consistent with
the theoretical stoichiometry for a PlO ratio of 3.
There are, however, certain reservations about these conclu-
sions: In view of the high K-permeability of the basolateral
cell membrane of the mammalian proximal tubule [191, it is
unlikely that all of the net K uptake by the K-depleted
tubules occurred only via a Na,K-ATPase-mediated pathway.
No measurements of the unidirectional fluxes of K were made
and also no estimates of the driving forces for K entry were
made. Thus, it seems likely that a substantial portion of the K
which entered the K-depleted cells may not have required
ATP. If this is the case, the observations can be interpreted to
indicate that the stoichiometry between net K entry and
total 02 uptake does not provide an accurate estimate of the
value only of K uptake via Na,K-ATPase. It is apparent that
measurements of the driving forces for the K +movements into
K-depleted tubules in the presence and absence of ouabain are
needed. Also, as indicated next, the addition of K to the
medium, which contained lactate, glucose, and alanine, may
also have resulted in significant simultaneous changes in syn-
thetic mechanisms due to the alterations in the intracellular ion
composition, Such increases in suprabasal proximal tubular
synthetic functions would also have utilized a portion of the
observed increment in Q-02, with a resulting reduction in the
ratio, net K uptake: QO2. No estimates either of gluconeo-
genesis or other syntheses by these rabbit tubules were made;
hence, that all the Q-O2 was related only to the net transport
of K [31] into the cells remains to be established.
Along the same lines, and as indicated earlier, if, in the distal
nephron, other energy-requiring solute transport rates which
are independent of Na transport, such as H secretion,
change in a parallel or reciprocal manner when changes in Na
transport occur, the estimated energy requirements for distal
NaF transport alone will be either too high or too low, respec-
tively. Thus, under all circumstances, the simultaneous changes
in the utilization of energy for active transport functions other
than for Na and for other functions, such as synthetic mech-
anisms, must be estimated to better approximate the energy
requirement for T-Na alone. Indeed, to my knowledge, the
changes in renal synthetic mechanisms which are coupled to
changes in Na reabsorption have been largely ignored in
studies designed to estimate the energy cost for Na transport
in kidney.
Effect of net renal synthesis of new substances on the
estimates of the energy requirement for Na reabsorption. As
indicated earlier, in addition to the transport work done in the
conservation (reabsorption) of the filtered solutes and water and
in the tubular secretion of solutes [1], the kidney, and the
proximal tubule in particular, also performs external work in
the energy-requiring, net syntheses of new substances, such as
glucose [32—35], serine [36], creatine [37], and other substances
[1, 38—40] which leave the kidney either in renal venous blood
or urine. The kidney's role as a major site of detoxification of
endogenous and exogenous (xenobiotics) substances is also
manifest in the energy-requiring syntheses and excretion of
glucuronides [41, 421, SO4 esters [41], methyl esters [43, 44],
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mercapturic acid derivatives [45—47] and conjugates formed
with glycine [48, 49] and acetate [50]. New substances are also
produced in exergonic reactions which are not coupled to ATP
utilization, but should contribute to renal heat production, for
example, the renal decarboxylation of dihydroxy-phenylalanine
(DOPA) to dopamine [51], or the oxidative deamination of
catecholamines [44]. Thus, the kidney, like the liver, is an
important site for detoxication and the interconversion of
substrates.
The potential for renal interconversions is highlighted by the
fact that --20% of the resting cardiac output enters the kidney;
another 20% of the cardiac output enters the liver. As a result,
the combined capacity of the kidney plus the liver for rapidly
regulating the substrate composition of the blood and removing
toxic substances from the blood is substantial. Most of the
above syntheses ordinarily occur at a low rate in kidney due to
the low concentrations of the precursors in blood. However, no
quantitative assessment of the summed simultaneous energy
requirements for all these net renal syntheses has been made in
vivo as yet and whether their rates change when T-Na is
changed. Because the production of these substances repre-
sents an external synthetic mechanism, the energy require-
ments are part of the suprabasal renal Q-02 and are not part of
the basal renal Q-02,
That the renal substrate-interconversion phenomena are al-
ways occurring in the functioning kidney becomes apparent
when one sums the rates at which all the major substrates are
taken up by the kidney in vivo, while simultaneously, renal 02
uptake rate is measured [1, 52, 53]: As much as one-third to
one-half more substrate is utilized by the kidney than can be
oxidized completely to CO2 and H20. Such an "excess" of
renal substrate uptake can be explained either by incomplete
oxidation of some of the substrates or by their utilization in
energy-requiring syntheses [35]. From the studies showing that
net renal syntheses of glucose, creatine, serine, and of several
conjugates do occur, the excess substrate utilization by the
kidney is thus related primarily to its capacity to perform these
types of energy-requiring interconversions of substrate. As
implied above, this substrate-interconversion function of the
kidney is another manifestation of the renal regulation of the
composition of the body fluids [1, 2] and complements similar
non-excretory, energy-requiring phenomena which also occur
in the liver. For example, during starvation, when triglycerides
are hydrolyzed at a high rate and an excess of glycerol is
produced in other tissues, the kidney becomes a major source
of glucose [32]. The glucose leaving the kidney is then used to
maintain the metabolism of tissues such as muscle and brain.
Similarly, when the concentration of lactate in blood is
increased, the rate of renal glucose production [33, 35] also
increases. Therefore the excess lactate which accumulates in
blood during exercise is converted to glucose, in all probability
by the kidney as well as by the liver, thus completing the Con
cycle. In effect, the renal and hepatic conversion of lactate to
glucose is an example of how these two organs together can
contribute to the regulation of the substrate composition of
blood.
The renal conversion of Na-lactate to glucose also results in
regeneration of the [HC03] in blood which was lowered by the
production of lactic acid from glucose in tissues such as muscle.
Thus, the renal substrate-interconversion of lactate to glucose
also performs a pH-regulatory function which is analogous to
ammonium and titratable acid excretion in that HCO3 is also
regenerated. However, such a metabolic pH-regulatory func-
tion of the kidney (and liver) cannot be detected by measure-
ment of the urinary excretion of titratable acid or
separate measurements of the net metabolism of these precur-
sors and products across the kidney must be made. In addition,
the increased rate of formation of glucose from lactate gradually
decreases the filtered load of lactate, reducing the possibility for
renal excretion of lactate and hence effecting the conservation
of the potential energy contained in the lactate molecule.
Overall, the substrate interconversion function of the kidney
regulates the substrate composition of blood, contributes to pH
regulation, and conserves energy.
Because increases in the concentrations in blood of the
precursors for the syntheses can change the rates of production
of new substances [32, 33, 35] by kidney, a portion of the rate
of the suprabasal ATP produced from renal oxidative metabo-
lism must be used to support the additional synthetic work
being done. However, it has been suggested that the energy
available to the kidney is limited so that this suprabasal 02
uptake can only be used either for Na reabsorption, or, for
glucose synthesis, but not for both functions simultaneously
[34]. This suggestion was based on observations made in the
isolated rat kidney, perfused with pyruvate as the only
exogenous substrate present: Silva, Ross, and Spokes [34]
reported that when the rates of glomerular filtration and net
total Na reabsorption were reduced by raising the albumin
concentration (and hence the colloid osmotic pressure) of the
perfusate, there was a concomitant increase in net renal glucose
production. These observations were interpreted to indicate
that the total renal energy production is fixed; by reducing the
mechanism of Na reabsorption, more energy became avail-
able for gluconeogenesis.
However, by contrast with the observations made with the
isolated rat kidney perfused with pyruvate as the only substrate
available [27], observations made in vivo do not indicate that
there is such a readily approached limit to the availability of
energy for simultaneous support of both Na reabsorption and
an increase in gluconeogenesis [33]. In the dog, increases in net
glucose production due to isohydric increases in blood lactate
concentration did not impair the relatively higher (compared to
the isolated rat kidney) rate of net Na reabsorption [33]. There
must be a limiting rate of energy production for support of the
several renal functions. However, it appears that when there is
an ample supply of both 02 and oxidizable substrates in the
arterial blood delivered to the kidney, and over the relatively
wide range of increasing lactate delivery rates studied in vivo
[33], the extra energy required for the measured increased rate
of gluconeogenesis is produced readily, and no impairment of
net Na reabsorption occurs. Thus, the additional substrate
delivery rate (lactate) alone will drive gluconeogenesis, and the
increased ATP requirement becomes available while the ATP
required for Na reabsorption continues to be produced.
Similar observations have been made in the isolated kidney,
perfused with substrates other than pyruvate: When GFR was
increased, no limit to the rate of renal 02 consumption was
apparent; Q-02 increased to as high as —14 moles g' min
[54]. This latter rate of renal 02 uptake is at least fourfold
greater than the rate reported in the studies by Silva, Ross, and
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Fig. 2. Gross metabolic rates of lactate in the isolated perfused rat
kidney as lactate concentration in the perfusate increases. More lactate
is utilized than is oxidized as lactate concentration rises. Approximate/v
30% of the lactate entering into syntheses u'as accounted for by
accumulation of glucose and glutamate. Reproduced with permission
from [53].
Spokes [34] where 02 uptake apparently could not be increased
to support both Na reabsorption and an increase in glucose
production.
Also consistent with the ability of the kidney to provide ATP
for the energy requirements both for net Na reabsorption and
simultaneously, for net syntheses, are other studies with the
isolated perfused rat kidney [53]: Renal function and metabo-
lism were increased simultaneously by progressively raising the
lactate concentration in the perfusate. Lactate was the only
exogenous substrate present in the perfusate. As lactate con-
centration was increased, there was an "excess" of lactate
utilized, that is, more lactate was utilized than was decarboxyl-
ated (Fig. 2) as occurs in vivo [I] and in vitro [35]. At these high
rates of lactate utilization approximately 30% of the excess
lactate utilized was accounted for by the glucose and glutamate
produced which accumulated in the perfusate. While there were
increasing rates of synthesis of glucose and of other products as
well (not all the products were identified), net Na4 reabsorption
was not reduced (Fig. 3); indeed Na reabsorption was in-
creased. These latter studies [531 are consistent with the in vivo
observations [33] that renal synthetic functions can increase
without decreasing Na4 reabsorption: Both the rate of synthe-
sis and the rate of Na4 reabsorption can increase at the same
time (Fig. 4).
The several observations summarized here show that
changes in suprabasal 02 uptake are unrelated only to changes
in T-Na. When the rates of both Na reabsorption and net
syntheses increase, the increase in renal 02 uptake cannot be
attributed only to the work of Na4 reabsorption: a portion of
the suprabasal °2 uptake is also being used for net synthetic
work. Similar conclusions were drawn [551 from studies with
isolated rabbit proximal tubules, although the measurements of
glucose production and Na reabsorption rates were not done
0
4 6 8
Mean tlactatelperf, mM
Fig. 3. Mean rates of net lactate utilization and Na + reabsorption in the
isolated perfused rat kidney. Both net Na reabsorption and net lactate
utilization increase. Although some of the lactate utilized enters into
energy requiring syntheses (see Fig. 2), net Na reabsorption is not
decreased. Reproduced with permission from [531.
9.0
simultaneously or under the exact same conditions. It is appar-
ent that in the presence of concurrent changes in T-Na and in
net syntheses, the use of the ratio, net T-Na4/Q 2 to
approximate the energy requirement for net Na4 reabsorption
in these studies would have resulted in an overestimation of this
cost.
Also consistent with the concept that total renal energy
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production can increase without affecting net Na reabsorption
are the observations for the effects of glycine on renal heat
production in the dog, observed by Johannesen, Lie, and Kiil
[56]. When glycine was infused into the renal artery, there was
a large increase in renal heat production. Presumably, renal 02
uptake increased as well [57]. However, there was only a small
increase in net Na4 reabsorption; importantly, no decrease in
Na reabsorption occurred. Therefore, it is likely that the
increased delivery of glycine to the kidney [56] stimulated
endergonic synthetic work functions as manifested by the
increased renal heat production. Indeed, glycine is a substrate
known to enter several energy-requiring synthetic pathways: It
is utilized in glutathione synthesis, in forming acyl-glycines, in
the renal synthesis of creatine, in the synthesis of serine, and
because it enters the pyruvate pool, it may also enter into the
syntheses of fatty acids and glucose. Thus, with an excess of
glycine available, if the cost of Na reabsorption had been
calculated using the ratio, net T-Na4JiQ-02, it would have
been overestimated because renal heat production parallels 02
utilization [57]. These observations again show that if the ratio,
T-Na/Q-02 is measured under circumstances when net
synthetic functions are also changing, spurious estimates for the
mean cost of net Na reabsorption will result.
Role of reabsorptive co-transport of substrate with Na from
the proximal tubule lumen in initiating renal synthetic
function
The virtually complete conservation of filtered substrates
occurs almost entirely along the proximal tubule by their being
co-transported into the tubular cells with Na [27—30]. In this
context, it is pertinent to recognize that in most of the studies
performed to determined the energy cost of net Na reabsorp-
tion, Na reabsorption was varied by changing the filtration
rate in normal animals [1, 2, 15]. A change in filtration rate not
only alters the filtered (and reabsorbed) load of Na, but also
the filtered (and reabsorbed) load of metabolizable substrates
such as lactate, glutamine, and citrate. Thus, the rates of entry
both of Na and of substrates into the proximal tubular cells are
proportional to the filtration rate. Because most studies were
done with normal animals, substrate concentrations in blood
were probably similar among the several studies and hence the
ratio of [Na]:[substrateI in plasma was also similar. Thus,
changes in the filtered and reabsorbed quantities of Na and
substrate should parallel one another. While the fates of each of
the substrates co-transported into the proximal tubular cells
with Na have not been identified or quantified in vivo, the sum
of the several substrates reabsorbed is greater than can be
oxidized by the simultaneous renal 02 uptake [1, 2]. A substrate
which enters the proximal tubular cell by co-transport with Na
has three possible fates:
• The substrate may be oxidized. The ATP produced can
then be utilized for the extrusion of the cotransported Na
across the basolateral cell membrane via Na,K-ATPase.
• The substrate may be used in syntheses. Indeed, the ATP
produced by the oxidation of a portion of the substrate
entering the cell with Na may also be used for support of the
synthetic function, initiated by the increased availability of
the cotransported substrate.
2 4 6 8
Mean [Iactate]pe,f, mM
Fig. 5. Relationship between lactate entering the tubular cells from the
lumen and the fates of lactate. At the lower concentrations of lactate in
the perfusate most of the "reabsorbed" lactate can be accounted for by
either decarboxylation or utilization in syntheses. Only at the higher
concentrations of lactate is the lactate "reabsorbed" in fact, conserved.
Reproduced with permission from [53].
• The reabsorbed substrate may be conserved (that is, un-
dergo net reabsorption). By leaving the cell across the
basolateral membrane and entering the peritubular capillar-
ies, the substrate thus leaves the kidney in the renal venous
blood.
The relationship among these three possible fates of lactate
are illustrated by the observations summarized in Figure 5. The
studies shown were done with the perfused rat kidney [53] in
which lactate was the only exogenous substrate available to the
kidney. At the lower concentrations of lactate in the perfusate
(< 2.0 mM), all the reabsorbed (T-LAC) lactate could be
accounted for by decarboxylation. Indeed, at these lower
concentrations of lactate, additional lactate was also utilized
from the peritubular capillaries, because the rate of lactate
decarboxylation was greater than the net rate of lactate entry
across the luminal membrane ("reabsorption"). At higher lac-
tate concentrations (above —2.0 mM), when lactate decarbox-
ylation rate was approaching a maximum, some of the "reab-
sorbed" lactate entered into energy-requiring synthetic path-
ways (net glucose and glutamate production accounted for
—30% of the lactate entering into syntheses); lactate for the
syntheses was also taken up across the basolateral cell mem-
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brane. It was only when the synthetic reactions were approach-
ing a maximum that a fraction of the lactate entering the cells
from the lumen could be accounted for by conservation, that is,
"true" net reabsorption of lactate occurred, in which some of
the filtered lactate crossed the proximal tubular epithelium,
entered the peritubular capillary, and left the kidney in the renal
venous blood.
The data in Figure 5 can also be used to illustrate how, if GFR
was reduced, a decrease in Q02 would have occurred due to
decreases in both TNa and in synthetic functions: At lactate
concentrations above —1.6 mrvi, lactate entered the proximal
tubular cells and was used for both oxidation and syntheses. If
GFR had been reduced, one would then expect that both Na
reabsorption and the rate at which lactate entered into synthetic
pathways from the lumen would have been decreased also.
Thus, a reduction in 02 uptake would have resulted from the
simultaneous decreases both in T-Na and in synthetic func-
tions and not from a decrease in T-Na alone.
These relationships for lactate in the isolated perfused kidney
are analogous to the situation in vivo where the sum of the
endogenous substrates reabsorbed is greater than can be oxi-
dized. Therefore, as indicated above, the energy requirement
for T-Na calculated from TNa-ItQ-02 under such cir-
cumstances is overestimated, the Q-0, provides an estimate
of the total increment in energy required for both the increment
in transport functions and the increment in substrate-intercon-
version functions. These relationships are summarized in the
schema shown in Figure 6,
It is apparent that more experimental data are required to
determine the 02 requirements of these multiple renal synthetic
functions which occur and change in parallel with Na reab-
sorption. Because virtually all the measurements of the ratio,
net TNa-IQ-02, have been recorded from animals whose
substrate concentrations in arterial blood were probably in the
normal range, the ratio between cotransported Na and sub-
strate was similar in all instances. However, if changes in the
concentrations of substrates in blood occur, as may have been
the case in the studies of Mathison, Montclair, and Kiil [3], then
the effects of changes in synthetic function rates would also
have affected the ratio, TNa-IQ-02. Studies of the ratio,
TNa-/Q-02, are needed under conditions where the con-
centrations in the arterial blood of those substrates which are
used readily in syntheses are elevated, as was done in the
perfused rat kidney for lactate [53] (and could have been done
in vivo with the dog with increased blood levels of glycine [56]
or lactate [331 so that both synthetic work and T-Na would be
changed. Depending on which substrate concentrations were
increased, one would then expect the ratio, znet tNa-/Q-02,
to be lower (Fig. 6).
This aspect of the discussion has dealt primarily with the
substrate metabolism of the proximal tubule where virtually all
the filtered substrates are reabsorbed. Because the tubular fluid
entering the loop is ordinarily substrate-free, substrates utilized
by the distal nephron must be delivered to these cells exclu-
sively from the peritubular capillaries. This is in contrast to the
proximal convoluted tubule, where filterable substrates can
enter these cells across both the luminal and basolateral mem-
branes (Fig. 5). However, from in vivo studies, the uptake of
free fatty acids (FFA) which are bound to albumin, occurs only
across the basolateral membranes [58]. Whether this uptake of
Renal substrate interconversion
Regulation of ECF composition
...- T-Na
— ATP coupled to Syntheses
Fig. 6. Schema showing the possible metabolic fates of lactate entering
the proximal tubular cell by cotranspor: with Nat, based on observa-
tions shown in Figures 2—5. Lactate oxidation supports both Na
extrusion (reabsorption) into the interstitial fluid and synthesis of
glucose from the excess lactate entering the cells. When more lactate
enters the cell than can be oxidized or utilized in syntheses, it enters the
interstitial fluid and is accounted for by reabsorption.
FFA is limited to the proximal tubule or occurs along the more
distal nephron segments in unknown. The uptake of citrate [59]
and malate [60] across the basolateral membrane vesicles
isolated from cortex has been shown to be coupled to Na.
Whether these basolateral vesicles were all derived from the
proximal tubule or from other more distal nephron segments
present in the cortex was not determined. Thus, no definitive
information is available about either the mechanisms for the
uptake of substrate across the basolateral membranes or the
metabolic fates of substrates taken up by the distal nephron
[61], in particular, to my knowledge, whether significant rates
of energy-requiring syntheses of new substrates occur in the
distal nephron has not been determined. If net synthetic func-
tion rates are found to be relatively high in the distal nephron,
then there will be a further limitation in estimating the energy
requirement for distal T-Na, as is the case in the proximal
tubule.
Summary
in the mammalian kidney, the use of the ratio, znet 'it-
NaIQ-02, provides an overestimate of the energy require-
ments for unidirectional active Na transport. In the proximal
tubule, the overestimate of the energy cost for T-Na is due to
these phenomena: (I) The "leaky" characteristics of the prox-
imal tubule does not permit an accurate estimate to be made of
Lumen
Filtrate
Na *
Lactate
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the active fraction of the unidirectional flux of Nat Thus, the
net Na or net HC03 reabsorption rate alone cannot be used
to determine the stoichiometry for unidirectional extrusion of
Na (with HCO3-) by the Na,K-ATPase, since backflux of
HC03 into the lumen occurs. (2) There is a moiety of active
Na with C1 along the pars recta. Whether this reabsorptive
rate is altered and 02 uptake also changed when GFR or
NaHCO3 reabsorption is varied is not yet known. (3) The
occurrence of energy-requiring synthetic functions (substrate-
interconversions) in the proximal tubule, coupled, in part, to
the rate of Na entry into the proximal tubule cells, results in
changes in renal 02 uptake proportional to some (undeter-
mined) fraction of the change in Na reabsorption. The utili-
zation of a portion of these reabsorbed substrates in endergonic
syntheses must account for a portion of the Na-stimulated
suprabasal 02 uptake rate. Hence, the presence of synthetic
functions in the proximal tubule also contributes to the overes-
timation of the energy value of net Na reabsorption when the
ratio, net TNa-/Q-02, is used. By quantifying the rate of
synthetic function and the ATP requirement for it, one can
estimate more accurately the moiety of 02 uptake related only
to Na4 reabsorption.
While the value of unidirectional active Na transport due to
Na4-H antiport must be less than present estimates suggest,
this estimate may be the closest approximation available at this
time. Importantly, this approach accounts for the high ratio,
Anet TNa-/zQ-02, observed in the intact kidney. In the distal
nephron (beyond the thick ascending limb of the loop of Henle),
the "tightness" of the epithelium results in net Na4 reabsorp-
tion rates which are close to the unidirectional Na transport
rates. If there are no other major, independent (of Nat)
transport or synthetic phenomena occurring in the distal neph-
ron, a measurement of net T-NaIzQ-02 provides a close
approximation of the energy cost for unidirectional distal Na1
transport. However, change in simultaneous active H secre-
tion (and active K transport) require sources of energy sepa-
rate from and in addition to that required for Na reabsorption.
If such changes also occur, there also will result an overesti-
mation of the energy requirement for distal Na reabsorption
when T-Na/Q-02 is used.
Whether quantitatively (that is, relative to the total renal
Q-02) significant rates of synthetic function occur in the distal
nephron cells or in medullary interstitial cells is unknown.
Quantitative information is needed concerning the specific
metabolic fates of substrates along all regions of the nephron
relating to transport and synthetic functions. From such data a
more complete understanding of the energy requirements for
the several renal functions may be obtained.
The multiple transport and synthetic renal functions which
are supported by the renal 02 uptake indicate the several
mechanisms by which the metabolism of the kidney contributes
to the regulation of the volume and composition of the body
fluids and solutes.
Acknowledgments
The studies were supported by the United States Public Health
Service and the National Institutes of Health Grant AM03602. The
author thanks Drs. M. Barac-Nieto, G. L. Diamond and N. H. Anaizi
for criticism of the manuscript.
Reprint requests to Dr. J. J. Cohen, Department of Physiology, Box
642, University of Rochester School of Medicine and Denistry, Roch-
ester, New York 14642, USA
References
I. COHEN JJ, DAMM DE: Renal metabolism: Relation to renal func-
tion, in The Kidney (2nd ed) edited by BRENNER B, RECTOR FC, JR,
Philadelphia, W.B. Saunders, 1981, pp 144—248
2. COHEN JJ, BARAC-NIETO M: Renal metabolism of substrates in
relation to renal function. Handbook of Physiology. Section 8, in
The Kidney, edited by ORLOFF J, BERLINER RW, Baltimore,
Williams and Wilkins, 1973, pp 909—1001
3. MATHISEN 0, MONTCLAIR T, KILL F: Oxygen requirement of
bicarbonate-dependent sodium reabsorption in the dog kidney. Am
J Physiol 238:F175—F180, 1980
4. ZERAHN K: Oxygen consumption and active sodium transport in
the isolated short-circuited frog skin. Acta Physiol Scand
36:300—318, 1956
5. LABARCA P, CANESSA M, LEAF A: Metabolic cost of sodium
transport in toad urinary bladder. J Memb Biol 32:383—401, 1977
6. LAU Y-T, LANG MA, EssiG A: Evaluation of the rate of basal
oxygen consumption in the isolated frog skin and toad bladder.
Biochim Biophys Acta 545:215—222, 1979
7. BURG M, STONER L: Sodium transport in the distal nephron. Fed
Proc 33:31—36, 1974
8. STONER LC, BURG MB, ORLOFF J: Ion transport in collecting
tubule: effect of amiloride. Am J Physiol 227:453—459, 1974
9. JORGENSEN PL: Sodium and potassium ion pump in kidney tubules.
Physiol Rev 60:864—917, 1980
10. ROSEN S, OLIVER JA, STEINMETZ PR: Urinary acidification and
carbonic anhydrase distribution in bladders of Dominican and
Colombian toads. J Memb Biol 15:193—205, 1974
11. AL-AWQATI Q: H transport in urinary epithelia. Am J Physiol
235:F77—F88, 1978
12. SCHWARTZ JH, STEINMETZ PR: Metabolic energy and PCO2 as
determinants of H + secretion by turtle urinary bladder. Am J
Physiol 233:Fl45—Fl49, 1977
13. MUELLER A, STEINMETZ PR: Spironolactone: An adosterone ago-
nist in the stimulation of H * secretion by turtle urinary bladder. J
C/in Invest 60:1666—1670, 1978
14. MCKINNEY TD, BURG MB: Bicarbonate absorption by rabbit
cortical collecting tubules in vitro. Am J Physiol 234:F14l—F145,
1978
15. KNOX FG, FLEMING iS, RENNIE DW: Effect of osmotic diuresis on
sodium reabsorption and oxygen consumption of kidney. Am J
Physiol 210:751—759, 1966
16. REUSS L: Mechanisms of sodium and chloride transport by gall-
bladder epithelium. Fed Proc 38:2733—2738, 1979
17. BOULPAPEP EL, SEELY iF: Electrophysiology of proximal and
distal tubules in the autoperfused dog kidney. Am J Physiol
221:1084—1096, 1971
18. BOULPAEP EL: Permeability changes of the proximal tubule of
Necturus during saline loading. Am J Physiol 222:517—53 1, 1972
19. BOULPAEP EL: Electrical phenomena in the nephron. Kidney mt
9:88—102, 1976
20. NEUMANN KH, RECTOR JR. FC: Mechanism of NaCI and water
reabsorption in the proximal convoluted tubule of rat kidney: Role
of chloride concentration gradients. J C/in Invest 58:1110-1118,
1976
21. ANDREOLI TE, SCHAFER JA, TROUTMAN SL, WATKINS ML:
Solvent drag component of Cl flux in superficial straight tubules:
evidence for a paracellular component of isotonic fluid absorption.
Am J Physiol 237:F455—F462, 1979
22. FROMTER E, RUMRICH G, ULLRICH KH: Phenomenologic descrip-
tion of Na, C1 and HC03 absorption from proximal tubules of
the rat kidney. Pflugers Arch 343:189—220, 1973
23. SCHAFER JA, PATLAK CS, ANDREOLI TE: Fluid absorption and
active and passive ion flows in the rabbit superficial pars recta. AmJPhysiol 210:751—759, 1966
24. SCHAFER JA: Mechanisms coupling the absorption of solutes and
water in the proximal nephron. Kidney mt 25:708—716, 1984
40 Cohen
25. SCHAFER JA, TROUTMAN SL, WATKINS ML, ANDREOLI TE:
Volume reabsorption in the pars recta. I. "Simple" active Na
transport. A,'n J Physiol 234:F322—F339, 1978
26. LANG F, QUEHENBERGER P, CREGER R, SILBERNAGL 5,
STOCKINGER P: Evidence for a bicarbonate leak in the proximal
tubule of the rat kidney. Fflügers Arch 386:239—244, 1980
27. ULLRICH KJ: Sugar, amino acid, and Na co-transport in the
proximal tubule. Ann Rev Physiol 41:181—195, 1979
28. BARAC-NIETO M, MURER H, KINNE R: Lactate-sodium
cotransport in rat renal brush border membranes. Am J Phvsiol
239:F496—F506, 1980
29. KIPPEN I, HIRAYAMA B, KLINENBERG JR, WRIGHT EM: Transport
of tricarboxylic acid cycle intermediates by membrane vesicles
from renal brush border. Proc Nat Acad Sci (USA) 76:3397—3400,
1979
30. BARAC-NIETO M: Effects of pH, calcium and succinate on sodium
citrate cotransport in renal microvilli. A,n J Physiol 247:F282—F290,
1984
31. HARRIS SI, BALABON RS, MANDEL Li: Oxygen consumption and
cellular ion transport: Evidence for adenosine triphosphate to O
ratio near 6 in intact cell. Science 208:1 146—1148, 1980
32. OWEN OE, FELIG P, MORGAN AP, WAHREN J, CAHILL JR. GF:
Liver and kidney metabolism during prolonged starvation. J C/in
Invest 48:574—583, 1969
33. DIES F, HERRERA J, MATOS M, AVELAR E, RAMOS G: Substrate
uptake by dog kidney in vivo. Am J Physiol 218:405—410, 1970
34. Siv P, Ross B, SPOKES K: Competition between sodium reab-
sorption and gluconeogenesis in kidneys of steroid-treated rats. Am
J Physiol 238:F290—F295, 1980
35. PASHLEY D, COHEN Ji: Substrate interconversion in dog kidney
cortex slices: regulation by ECF-pH. A,n J Physiol 225:1519—1528,
1973
36. PITTS RF, DAMIAN AC, MACLEOD MB: Synthesis of serine by rat
kidney in vivo and in vitro. Am J Physiol 219:584—589, 1970
37. KOSZALKA TR, BAUMAN AN: Biosynthesis of creatine by the
perfused rat kidney. Nature 212:691—693, 1966
38. ORLowsKI M, WILK S: Synthesis of ophthalmic acid in liver and
kidney in vivo. Biochem J 170:415—419, 1978
39. KAPLOWITZ N, CLIFTON G, KUHLENKAMP i, WALLIN ID: Com-
parison of renal and hepatic glutathione S-transferases in the rat.
Biochem J 158:243—248, 1976
40. ORMSTAD K, JONES DP, ORRENIUS 5: Characteristics of
glutathione biosynthesis in freshly isolated rat kidney cells. J Biol
Chetn 255:175—181, 1980
41. QUEBBEMANN AJ, ANDERS MW: Renal tubular conjugation and
excretion of phenol and p-nitrophenol in the chicken: differing
mechanisms of renal transfer. J Pharmacol Exp Ther 184:695—708,
1973
42. LITTLERST CL, MIMNAUGH EG, REAGAN RL, GRAM TE: Compar-
ison of in vitro drug metabolism by lung, liver and kidney of several
common laboratory species. Drug Metab Dispos 3:259—265, 1975
43. SZEFLER SJ, ACARA M: Isoproterenol excretion and metabolism in
the isolated perfused rat kidney. J Pharmacol Exp T/ier
210:295—300, 1979
44. SILVA P. LANDSBERG L, BESARAB A: Excretion and metabolism of
catecholamines by the isolated perfused rat kidney. J C/in Invest
64:850—857, 1979
45. CHASSEAUD LF: The nature and distribution of enzymes catalyzing
the conjugation of glutathione with foreign compounds. Drug
Metab Rev 2:185—220, 1973
46. HABIG WH, PABST Mi, JAKOBY WB: Glutathione S-transferases.
The first enzymatic step in mercepturic acid formation. JBio/ Chem
249:7130—7139, 1974
47. HUGHEY RP, RANKIN BB, ELCE JS, CURTHOYS NP: Specificity of
a particulate rat renal peptidase and its localization along with other
enzymes of mercapturic acid synthesis. Arch Biochem Biophys
186:211—217, 1978
48. SCHACHTER D, MANI5 JG, TAGGART IV: Renal synthesis, degra-
dation and active transport of aliphatic acyl amino acids. Relation-
ship to p-aminohippurate transport. Am J Physio/ 182:537—544,
1955
49. JAMES MO, BEND JR: Perinatal development of, and effect of
chemical pretreatment on glycine N-acyltransferase activities in
liver and kidney of rabbit and rat. Biochem J 172:293—299, 1978
50. GYRD-HANSEN N, RASMUSSEN F: Acetylation of p-aminohippuric
acid in the kidney. Renal clearance of p-aminohippuric acid and
N-acetylated p-aminohippuric acid in pigs. Ada Physiol Scand
80:249—283, 1970
51. BAINES AD, CHAN W: Production of urine free dopamine from
DOPA: A micropuncture study. Life Sci 26:253—259, 1980
52. COHEN ii: The high respiratory quotient of the dog kidney in vivo.
Am J Physiol 199:560—568, 1960
53. COHEN JJ, MERKENS LS, PETERSON OW: Relation of Na reab-
sorption to utilization of 02 and lactate in the perfused rat kidney.
A,n J Physio/ 238:F4l5—F427, 1980
54. FONTELES MC, COHEN Ii, BLACK Ai, WERTHEIM Si: Support of
kidney function by long chain fatty acids derived from renal tissue.
Am J Physiol 244:F235—F246, 1983
55. GUI.LANS SR, BRAZY PC, DENNIS VW, MANDEL Li: Interactions
between gluconeogenesis and sodium transport in the rabbit prox-
imal tubule. Am J Physio/ 246:F859—F869, 1984
56. JOHANNESEN J, LIE M, KIlL F: Effect of glycine and glucagon on
glomerular filtration and renal metabolic rates. Am J Physio/
233:F61—F66, 1977
57. AUKLAND K. JOHANNESEN iJ, Kn F: In viva measurements of
local metabolic rate in the dog kidney. Effect of mersalyl,
chlorothiazide, ethacrynic acid and furosemide. Scand J C/in Lab
Invest 23:317—330, 1969
58. BARAC-NIETO M, COHEN JJ: Nonesterified fatty acid uptake by dog
kidney: effects of probenecid and chiorothiozide. Am J Physiol
215:98—107, 1968
59. JORGENSEN KE, KRAGH-I-IANSEN U, ROIGAARD-PETERSEN H,
SHEIKH MI: Citrate uptake by basolateral and luminal vesicles from
rabbit kidney cortex. Am J Physio/ 244:F686—F695, 1983
60. KAHN AM, BRANHAM S. WEINMAN El: Mechanism of L-malate
transport in rat renal basolateral membrane vesicles. Am J Physio/
246: F779—F784, 1984
61. COHEN Ji: is the function of the renal papilla coupled exclusively to
an anaerobic pattern of metabolism? Am J Physiol 236:F423—F433.
1979
